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PETITION FOR PARTIAL EXEMPTION
FROM SPECIAL PACKAGING REQUIREMENT

Pursuant to Part 1702 of the Commission’s regulations at 16 C F.R., and on behalf of
Endo Pharmaceuticals, Inc (“Endo™), Chadds Ford, Pennsylvama, the undersigned file this
petition for a partial exemption from the special packaging requirements the Commussion
_ seeks to enforce agawnst Endo’s prescription drug product, Lidoderm® (idocame patch 5%).
The justification for the partial exemption 1s that 1t 15 not practicable to market each
Lidoderm® patch mn a child-resistant envelope, as the Comrussion staff have requested.

. - LIDODERM®

A Product and Packaging Description

Lidoderm® is comprised of an adhesive material attached to am
whﬂ release iner The release liner is
.= removed pror to applying the adhesive side of t€ patch to the area of the body to be

treated
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Lidoderm® is a unique patch. The active ingredient, 700 mg of lidocaine (50 mg per
gram of adhesive), is unuformly blended with the adhesive on the patch This means that,
unlike other patch drug products, Lidoderm® does not have a reservorr of active drug
substance Therefore, manipulation or cutting of the patch will not affect the release profile
of lidocaine. This proprietary system is unique 1n the United States and no other legend
pharmaceutical patch is produced in this manner Other patches may have reservoirs or
matrixes that contain the active ingredient. These systems may release all of the active
ingredient if damaged.

When Lidoderm® 1s applied directly over the affected area, low doses of lidocaine
diffuse slowly from the adhesive layer and mto the epidermal and dermal layers of the skin
Three Lidoderm® patches will give a peak plasma level of 0 13 ug/mL A blood level over ~

3 ug/mL 1s required for analgesia. The suggested mechanism of action of Lidoderm® 1s the
blockage of sodium channels m damaged nerve fibers Lidoderm® will cause a reduction of
pamn (analges:a) without significant numbness (anesthesia). Thas 1s in direct contrast to the
EMLA® lidocamne patch and topical idocame products which, if used for postherpetic
neuralgia, would cause anesthesia, not analgesia

The Lidoderm® patch 1s a 22 square inch patch (10 cm x 14 cm) This is
substantially larger than most patches in the U S market For companson, the Cataprf:s®
(clonidine) patch 1s 0 6 square 1nches, the Nicoderm® (mcotine) patch 1s 1 6 square inches,
the Durages1c (fentanyl) patch is 3 4 square inches, and the EMLA® (lldocame) patch 1s
6 25 square mnches Lidoderm® also differs in that it 1s very pliable so as to conform to the
contours of the part of the body to which 1t 1s applied

Lidoderm® 1s supplied 1n the form of five patches mnside a resealable foil envelope
The foil envelope must be resealable to mamntain the integrity of the product, as no more
than three patches are recommended for use within a 24-hour pertod, and there are five
patches in each envelope. Six envelopes are contamned mn one carton. The specifications
for the patch, the envelope, and the box are mcluded as Attachment 1. One sample of the
product as packaged (i e., carton with six envelopes mside) 1s mncluded as Attachment 2.

Lidoderm® is manufactured m Japan by Teikoku Seryaku, Co , Ltd. (“Tetkoku™).
Tetkoku is the only manufacturer approved by the Food and Drug Administration (FDA)
anywhere 1n the world to manufacture and supply Lidoderm® for the U S. market. Endo 1s
the exclusive distributor of Lidoderm®mn the US Teikoku and the U S developer, Hind
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Healthcare, Inc., are the owners of the approved NDA (new drug application) and the
patent for the development of the product

"~ B. Marketing History

On October 24, 1995, FDA designated Lidoderm® as an “orphan drug” for the relief
of allodynia (pamful hypersensitivity) and chronic pain m post-herpetic neuralgra (see
Attachment 3). An orphan drug is a drug intended to treat a rare condition that affects
fewer than 200,000 persons m the U S, or affects more than 200,000 persons but for which
there 15 no reasonable expectation that the cost of developmng and making available the drug
will be recovered from sales. ! The orphan drug provisions of the Federal Food, Drug, and
Cosmetic Act (FDC Act) are intended to encourage the development and marketing of
drugs for rare diseases, through the use of certain economic mcentives > Without these
economic mncentives, the rare condition would go untreated with drugs Attachment 4
explains in more detail the nature of orphan drugs.

FDA approved Lidoderm® for marketing for the relief of pain associated wath post-
herpetic neuralgia on March 19, 1999 (see Attachment 5). The FDA-approved package
msert for Lidoderm® 15 Attachment 6 Endo began marketmg Lidoderm® on September 15,
1999, and 123,572 cartons have been distributed since then

The dispensing statistics available to Endo at this tume show that the average
prescription size for Lidoderm® since launch of the product 1s 28 7 patches, which equals
almost six (5 74) envelopes (one carton). For the first quarter of thus year, the average
‘prescription size increased to 29 1 patches, which also equals about six (5 82) envelopes.

C Patient Need for Lidoderm®

At
v.:

. Lidoderm® 1s the only drug that FDA has approved for the relief of pamn associated
with postherpetic neuralgia. Postherpetic neuralgia 1s a neuropathic pain syndrome that 1s

: 21 USC §360bb(a)(2)
2 See,eg,21USC §360cc

" il



Consumer Product Safety Commussion HYMAN, PHELPS & MCNA_MARA; P,C

August 14, 2000
Page 4

most commonly defined as pain persisting or recurting in the region of herpes zoster
(shingles) eruption at least one month after the rash has healed.?
%

Postherpetic neuralgia 1s charactenzed by three types of pam: (1) a constant, deep,
achung or burning pam, (2) an intermuttent pamn with a sharp, lancinating or jabbing quahty;
and (3) a dysesthetic pain provoked by normally mnocuous stimuli, such as light touch,
heat, or cold (allodyrua), that lasts well beyond the duration of the stmulus (hyperpathia)
Paradoxically, in addition to this painful hypersensitivity, patients with postherpetic
neuralgia may develop concomutant sensory deficit, experiencing, for example, a sensation
of numbness within the painful area. These sensory abnormalities may extend well beyond
the Boundary of the imtial herpes zoster eruption.’

The nisk of developing postherpetic neuralgia mcreases with age, and the elderly are
at a greatly mcreased risk. Approximately 27% of patients over age 55, 47% of patients
over age 60, and 73% of patients over age 70 develop postherpetic neuralgia after having
shingles 5 Thus, the vast majonty of patients who use Lidoderm® are the elderly

Because the pam of postherpetic neuralgia may become wtractable over a period of
months to years, postherpetic neuralgia can prevent patients from camrying on normal daily
actrvities such as dressing, bathing, grooming (due to tactile allodyma), traveling, shopping,
and cooking Tactile allodynia may result mn such unbearable pain that patients are unable
to wear clothing on the affected body part, potentially restricting their ability to venture
outside the home and contmbuting to their social 1solation The cumulative effect of these
factors 1s a significant reduction 1n the patients’ quality of life and increased use of
healthcare resources.®

Because of the complex etiology of postherpetic neurélgla, 1ts treatment has

.. tygically'mvolved the empirical use of traditional analgesic and anesthetic drugs, opioids,

3 Irving GA, Wallace MS, Herpes zoster and postherpetic neuralgia In Pam Management
Jfor the Practicing Physician Philadelphia, PA Churchill Livingstone, 1997 141-147
4 Choo PW, Galil K, Donahue JG, Walker AM, Spiegelman D, Platt R Rusk factors for
?ostherpetm neuralgia Arch Intern Med. 1997, 157 1217-1224

Kost RG, Straus SE Postherpetic neuralgia-pathogenesis, treatment, and prevention N
Engl JMed 1996,335 32-42
s Schmader K Postherpetic neuralgia in immunocompetent elderly people Vaccine 1998,
16 1768-1770

-
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capsaicin, and neuroactive agents such as tricyclic antidepressants and antiepileptic drugs.
Variable success has also been reported wath transcutaneous electrical nerve stimulation
(TENS), nerve blocks and, as a last resort, surgery."T However, none of these medications

. or thefapeutic modalities have been approved by FDA for the treatment of postherpetic
neuralgia.

- Lidoderm® 1s the first and only treatment approved by FDA specifically for the relief
of pain assoctated with postherpetic neuralgla With 1ts umque delivery system, and when
applied directly to intact skin, Lidoderm® penetrates the skin, soft tissues, and peripheral
nerves without producing chnically sigmficant serum drug levels and with little nisk of
systemmuc side effects or complete anesthetic block

With few side effects, Lidoderm® can fill some of the tremendous need for pain
relief that exusts i this patient population. As confirmation of this unmet medical need,
Attachment 7 consists of several histonies of sufferers of postherpetic neuralgia who
participated m the chimical tnals for Lidoderm® and whose pam was significantly reheved
by Lidoderm®, as well as some testimonuals of new patients since launch.

D How Lidoderm® 1s Used

Upon reactivation, the virus that causes shingles wall spread along a nerve to the
skin, erupting 1n multiple places along the skin following the entire nerve This broad
distribution of pain may require up to three patches to cover as much of the painful areas as
possible

The recommended dosage 1s up to three patches, once for up to 12 hours, within a
24-hour period. Typical parts of the body where Lidoderm® 15 applied are as follows
torso, >50%, face/eye area, 20%, lower back and neck, 20% In addition, as seen in the
followng figure, significant portions of patients have pain for longer than one year ®

...

7 Gershon AA Epidemiology and management of postherpetic neuralgia Semin Dermatol

i996 15 (suppl 1) 8-13
De Moragas JM, Kierland RR, The outcome of patients with herpes zoster Archives of
Dermatology 1957, 75.193-6
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Figure 2 Patients with Post Herpetic Neuralgia
lasting over 1 year
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11 REGULATION AT ISSUE

On Apnl 10, 1995, four years before Lidoderm® was approved for marketing, the
Commussion published a final rule (effective April 10, 1996) providing that “products
contamnng more than 5 0 mg of hidocaine in a single package (i e, retail unit) shall be
packaged” m child-resistant packaging.’

In December of 1998, Endo asked this law firm to mvestigate the applicability of the
standard to hdocame patches. A review of the notice of proposed rulemaking,'® the 1992
Briefing Package of the Commission’s Directorate for Health Sciences, and the final rule,
revealed that the Commussion made the findings required by the Poison Prevention

9

. 60 Fed Reg 17992, codified at 16 C F R. § 1700 14(a)(23)
10

57 Fed Reg 34274 (Aug 4, 1992)
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Packaging Act (PPPA) only with respect to (1) the following dosage forms: “creams,
omtments, gels, jellies, viscous solutions, liquids, sprays, aerosols, and myectables,” and (2)
the following types of packaging: “tube packaging,” “squeeze or pump bottles,” and
“aerosol sprays ”!! The Commission considered also prefilled syringes and a product “mn a
foul packet contaming 1/8 oz of gel.”"?

Because the findings required by the PPPA were not made with respect to idocaine
patches, and based on well-settled principles of admmmistratrve law, we concluded that the
regulation could not be construed to apply to lidocaine patches, either reasonably or legally
In addition, on December 10, 1998, a representative of this law firm discussed the
applicability of the regulatton with a member of the Comrmussion’s staff, who was identified
as the contact person for the child-resistant packaging regulations We were informed that
the standard for hdocaine products was not mntended to apply to lidocaine patches because
they were not on the market at the time the standard was proposed and finalized. The
staffer added that the Commission was “m the process of formulating its policy on patch
products ™

«~.  Thus, even after consulting with Commussion staff, Endo had no reason to believe
that the standard would apply to lidocamne patches However, 1 a June 14, 1999 letter to
Endo, the Commussion staff stated that Lidoderm® was required to comply with the
standard

III. INAPPLICABILITY OF REGULATION TO LIDOCAINE PATCHES

In previous correspondence, Endo has explamed the bases for its position that the
standard legally cannot be mterpreted to apply to lidocaine patches, that the Comrmssion
does not have statutory authornty to enforce the standard against idocame patches, and that
Endo’s Lidoderm® therefore is not misbranded under section 502(p) of the FDC Act.
Endo’s arguments n this regard are set forth 1n 1ts letters of June 29, 1999 and September
7, 1999, which are included as Attachments 8 and 9 to thus petition, and incorporated by

e reference

s

”,,_" See, e ¢, 60 Fed Reg at 17993-94, 18002-03
2% 1d at 17994, 18001
13 -

The Commuission sfaff have indicated that we misunderstood the statements that were made
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IV ENDQ’S VOLUNTARY COMPLIANCE

©
Despite the mapplicability of the regulation to Lidoderm®, Endo has been working
with the staff at trying to find a mutually satisfactory resolution  As the first step, and
without admitting the applicabulity of the regulation to Lidoderm®, Endo petitioned for a
stay of enforcement, which stay was granted by letter of June 2, 2000

As an mntenm (short~-term) voluntary compliance measure, Endo has obtained child-

resistant recloseable pouches. A sample of this pouch is enclosed as Attachment 10
~Effective August 1, 2000, each carton of Lidoderm® shipped to customers contans one of

these child-resistant pouches. Endo has sent a letter to pharmacists (Attachment 11)

mfomung them of the availability of the pouches, and mstructing them to dispense ,

Lidoderm® only n the child-resistant pouches Each child-resistant pouch can hold six

Lidoderm® envelopes, which 1s the current average prescription size. In additior, a

statement was added to the Lidoderm® carton and the child-resistant pouch to emphasize

that the product must be dispensed n the chuld-resistant pouch (see Attachments 10 and

12)

In exploring a permanent voluntary compliance measure, Endo considered
packaging the five patches m a resealable, child-resistant envelope However, no such
packaging 1s currently available As explained in section V of this petition, 1t 15 not
practicable to package each Lidoderm® patch m a chuld-resistant envelope Thus, as the
permanent voluntary compliance measure, Endo has determuned that the only viable
alternative 1s to replace the current carton with the child-resistant pouch that is now bemg
included mside the carton. The child-resistant pouch would be labeled wath the same
mformation that now appears on the carton.

A detailed timeline has been developed for unplementing thus permanent solution
(see Attachment 13). Tlus permanent solution can be implemented, and product i1t a child-
resistant pouch can be available to customers, by May 31, 2001 This would elggnate the
need for the pharmacist to place the product mn a child-resistant container, as all Lidoderm®
would be supplied 1n a child-resistant pouch contarmng 30 patches (six envelopes). The
labeling would also be revised to mstruct patients to always store the envelopes mside the
child-resistant pouch.

For this permanent solutl Telkoku the manufacturer, will need to purchase a
heat-sealing machine at a cost ol BT 1re- heat-sealing machine 15
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necessary to seal the child-resistant pouch once the envelopes are placed mside it The
child-resistant pouch will be supplied to Teikoku with the zipper 1n the closed and locked
position, with the top of the pouch left open. Teikoku will place six envelopes into the
child-resistant pouch through the open top and then pass the top of the child-resistant pouch
through the heat-sealing machine to seal 1t closed

The cost to manufacture and package six envelopes (each contaiming five patches)
mto the child-resistant pouch is estumated to be increase over the current cost of
goods, due to the additional labor and matenal cost. Addittonal labor 1s necessary because
the current method for packaging the envelopes into a carton 1s not the same method used =
to place the envelopes into the child-resistant pouch method

Currently, as the envelopes come off the packaging/sealing line, they move on a
conveyor belt where they are manually placed directly into the carton, the carton 1s sealed,
and placed into shippers (cardboard box contamning sixteen cartons) To package the
envelopes imto the child-resistant pouch, the envelopes must be first transported to a
different room which houses the heat sealing machine, because there is no space for the
heat sealing machine in the room currently used to package the envelopes mto cartons The
child-resistant pouches then must be manually and mdividually opened, and “formed” so
that the six envelopes will fit inside Once the six envelopes are placed nside, the top of
the child-resistant pouch must be heat-sealed, and placed mto a shipper. Teikoku estumates
that thus procedure 1s more labor intenstve, will take longer, and therefore will be more

expensive to complete In addition, the cost of the child-resistant pouch 1s estimated to be
ﬁvhereas that of the carton 1s o

Additional burdens tc_a making these changes to the packaging process would be the
required notifications to FDA relating to the changes m the secondary packaging and the
use of an additional room for heat-sealing the pouches

Nevertheless, Endo and Terkoku are willing to undertake this massive endeavor to
cooperate with the Commssion because the alternative proposed by the Commission staff
will-destroy the marketability of the product.

V # NEED FOR RELIEF

The Commusston staff have informed Endo that each patch of Lidoderm® must be m
a child-resistant envelope. This 1s apparently based on the definition of “package™ m the
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PPPA, which refers to the “immediate” contamer '* Endo has determined that the costs
involved i this approach will be prohibitive

.‘.

Teikoku has assessed the feasibility of packaging each Lidoderm® patch 1n a child-
resistant envelope and informed Endo that 1ts current equpment cannot accommodate the
thucker child-resistant material that 1s used for packaging the EMLA® patch. * The

- EMLA® material is thicker and less pliable than the material used to make the Lidoderm®
envelope Terkoku has four machines that have been validated to package Lidoderm® n
the current envelopes If Terkoku were to package each Lidoderm® patch m a child-
resistant envelope, Tetkoku would need to purchase four new envelope-processing
machmes capable of handling the chuld-resistant matenal Teikoku estumates that the
capital cost alone for these new machines would be'giiill )
machine)

Teikoku would also incur the costs for re-engineening the plant to accommeodate the
new equipment, performing mstallation qualification, performance qualification, and
operational qualification, repeating stability studies 1n the new matenal, and submutting

these data for prior approval to the FDA. These addityppal costs are esttmated at half a
mllion dollars. The total estunated cost would b“tokeu down as follows

Activity

- Purchase three new machines
.- | Manufacture three FDA submission batches )

Extended specification comphance testng on aljzl

three batches
Accelerated stability testing
Real-time stability testng
+/- 10%

-3 O

Total

"o~
Manufacturing and packaging one patch per envelope would result in an increase of
“.n the cost of manufacturing Lidoderm® because there would be significant mcreases

14

L I15USC §147109)

The Commussion staff have informed Endo that the EMLA® patch 1s contained 1n a child-
reststant foil packet

[
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m the amount of labor and matenals (five envelopes with one patch each versus the current
one envelope with five patches). Tetkoku estimated that the labor would increase from four
days to 20 days of production to manufacture and package an equivalent amount of patches
.If thus approach for packaging Lidoderm® were to be taken, Endo would mcur a negative
'proﬁt margin at the current price of Lidoderm®.

Currently, Tetkoku has the capacity to manufacture 700,000 patches and package
140,000 envelopes in one day The process for manufacturing 700,000 patches includes
manufacturing 14 batches (700 kg) of "lidocame paste” and applying it to the patch matenal
m a single day The process includes an overmght curing time before the patches are put
mnto the envelopes. The patches must be packaged in the envelopes within 24 hours of
bemg manufactured After the Lidoderm® patches have cured overnight in stacks of five, ,
each stack of five patches 1s placed imnto an envelope and sealed.

If Teikoku were to manufacture and package one patch per envelope, only 140,000
patches could be made mn one day because of the limitation 1 the capacity to package
140,000 envelopes per day Thus, 1t would take five trmes as long to produce an equivalent
amount of product under the one-patch to one-envelope scenario (700,000/140,000)

Teikoku allocates four days 2 month for the production of Lidoderm® Thus, 1f each
patch must be packaged in 1ts own envelope, an additional 16 days would be needed to
produce the same amount of Lidoderm® currently produced These additional 16 days are
not available because other Tetkoku customers use the remamder of their production time
each month It would be an undue burden for Teitkoku to accommodate this kind of change
in their production schedule or take time from other customers’ production needs In
addition, Tetkoku, the only FDA-approved manufacturing site for Lidoderm®,'® 1s not
willing to transfer this manufactunng technology to another manufacturer since the
manufacturing process 1s proprietary technology belonging solely to Tetkoku

The above discussion does not even take wnto consideration that existing child-
resistant envelopes might not prove switable for Lidoderm®, as no testing has been done to
make this deterrunation. Due to the umiqueness of the Lidoderm® technology, what might
be suitable for other lidocatne patches, or for other patch products in general, mght

6 Under the FDC Act, a new drug may be manufactured only 1n a facility and using a process

that FDA has approved as part of the new drug application for the product
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&

nevertheless fail to adequately protect the mtegrity of Lidoderm® or might wnterfere with 1ts
intended storage or use ”

In summary, the current technology and set-up at Tetkoku’s manufactuning plant
does not lend itself to the immediate package being child-resistant for both economical and
practical reasons. If Endo were forced to package each patch 1n a chuld-resistant envelope,
Endo could not continue marketing Lidoderm®, and this orphan drug would no longer be
available to patients n the United States.

Therefore, the only permanent solution that would allow Endo to continue marketing
the product 1s to manufacture and seli Lidoderm® 1n a child-resistant pouch contamning six
envelopes, each envelope containing five patches ) ,

VI. NO CHILDREN POISONINGS WITH LIDODERM®

Nerther Endo nor Teikoku has ever recerved a report of a child being prescnibed
Lidoderm® No adverse events or accidental exposures attnibuted to children have ever
been reported. The world literature 1s bereft of any reports of Lidoderm® poisoning The
American Association of Poison Control Centers mformed Endo that, as of August 9, 2000,

there were no reports of overdosing, accidental exposure, or poisoning by children with
Lidoderm®

As stated above, apphication of three Lidoderm® patches to the skin for 12 hours
results mn a peak plasma level of 0 13 pg/mL  This 1s about 20 times less than the amount at
which hidocamne begins to have any systemic effects (2-5 pg/mL) ' It should be noted that
the lowest blood level of lidocaine mentioned 1n the Commussion’s 1992 Bniefing Package
as having an adverse effect on a chuld was 4 5 pg/ml, measured six hours after oral

Lt

17 One of the findings that the PPPA requires the Commussion to make in order to impose a

special packaging requirement is that the special packaging be “appropriate ” 60 Fed Reg at

80029 Appropriateness” exists when packaging complymg with the standard will adequately

Psrotect the integrity of the substance and not interfere with the intended storage or use J/d
1992 Brefing Package for lidocaine products, at 56
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admunistration of a liqud preparation to a five-month old child " Thus, skin contact with
Lidoderm® should not present a risk of serious myury or illness to a chuld %

In addition, unlike other dosage forms of lidocaine (creams, omtments, jellies,
Ligyuds, sprays, which were the dosage forms evaluated by the Comrmussion in the
rulemaking for lidocaine products), access to lidocame from Lidoderm® 1s not easily had
Achild would need to chew or suck on a portion of the patch (which is too big to be placed
entuely 1n the mouth) for a certain amount of tume before any idocame would begui to be
absorbed through the mucosa of the mouth or swallowed. As explamned above, there 1s no
readily-available “reservorr” of lidocame m Lidoderm®—the lidocaine 1s embedded 1n and
part of the adhesive to control 1ts release from the patch Thus, Lidoderm® does not present
the same degree of poisoning risk to children as other lidocamne products ,

VII. THE COMMISSION HAS AUTHORITY TO GRANT THIS PARTIAL
EXEMPTION

Both the Commussion’s regulations®! and the legislative history of the PPPAZ
provide that the Commussion has broad discretion to “exempt categories of substances
subject to special packaging requirements” and “provide such exemptions while prescribing
such special packaging requirements” or by subsequently amending the prescribing
regulation. The Commussion also has power “to determine specifically the parameters of
special packagng "%

VIII CONCLUSION

The PPPA mstructs the Commussion to take into consideration the technical
feasibility, practicability, and appropnateness of a special packaging standard ** Endo’s
situation as explamed in this petition perfectly illustrates the importance of these
considerations Congress did not intend to authonze the Commussion to destroy the

9 Id , at 57 {(the child recovered fully within 24 hours)

For purposes of this discussion, Endo 1s assuming that the PPPA was intended to prevent
this type of poisoning (non-ingestion), although this 1s not clear
I6CFR §17021
H Rep No 91-1755 at 9 (1970)
S Rep No 91-845 at 9 (1970)
- 15U SC §1472(a)(1)

22
23
24
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viability of a product or to take a position that has the practical result of “banmng” a
product, particularly one imntended to ease human suffermg

Based on the above, Endo Pharmaceutical respectfully petitions the Commussion to
authonze Endo to comply with the special packaging standard at 16 C F.R.
§ 1700 14(a)(23) by using a child-resistant outer container.

Respectfully submutted,

HYMAN, PHELPS & MCNAMARA, P.C
Counsel for Endo Pharmaceuticals, Inc.

o \A_Qoug(\)

By Sarma N Rodrniguez

SNR/dng
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LIDODERM® . ENDO LABORATORIES

e * LIDODERM"

:_n_oom_:m Umﬁn_,_ 5%)

R mnn_._ n%m..._zo _nnﬁa: na:»m_am.

_ —-—EOON_—._Q..:.:.:::.:::._:::r.: .NQQ :._ﬂ gmo mg per gram mn:om?&
In an aqueous base, 323_3_.»3: and EoE‘_u-_.-uo: as
u_.mchnz,am. ,_ C

o T I nomhnm._ _"o_iomuumn:aa__ uamn_._!:u _aozsm:oz. read
R R unnaauuzs:n 33%253::2_%.

mS_.o at 26°C 3.3. nxSloa un_a_:nq to16%30°C .mo..um.m.

_saaz;_n vmnxnno =o_" as__a resistant, _6% used and unused
28:8 aﬁ % sa amn__ o_“ o___aaa n_a umﬁ.

FRONT OF BOX

___ SO Manuractlred for: - Manufactdred by: -
iAo Endd Pharmaceuticals hic. __._.___.."___._.m_xaxc SEIYAKU CO, ..._.u
: .7+ ChaddsFord, PA 18317




BACK OF BOX

ENDO LABORATORIES

LIDODERM

(lldocaine patch 5%]

]
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ENDO LABORATORIES

" LIDODERM"

{lidocaine patch 5%)
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FRONT OF ENVELOPE

Cut along dotted line and pull open seal
IMPORTANT
Reseal after opening
NDC 63481-687-05
ENDO LABORATORIES

&ndo” LIDODERM®

(lidocaine patch 5%)

Each adhesive patch caontains:

Lidocaine -~ 700 mg (50 mg per gram adheswe)
~in an aqueous base. Methylparaben and . -

. propylparaben as preservatwes

. DOSAGE: For dosage and full prescnbmg mformatlon,-.-
: read accompanying product information.

Store at 25°C (77°F); excursions permltted to
:15-30°C (59°-86°F). |

! WARNING: Package not child resistant. Keep used -
; ; and unused patches out of the reach of children and.
: pets.

. R only
T 5 PATCHES (10CM X 14CM EACH)

- Manufactured for: Manufacturedby: - '

“Endo Pharmaceuticalsinc. TEIKOKU SEIYAKHU CO.LTD .

Chadds Ford, PA 19317 Sanbonmatsu, Kagawa 769-2695 :
j S - Japan _ .




BACK OF ENVELOPE

DIRECTIONS FOR USE
Cut the outer seal from the package
along the dotted line and pull apart
the zipper seal.

Remove the desired number of patches
and reseal the package using pressure
on the zipper seal. The adhesive
contains water and will dry out if the
package is open.

Remove the transparent release liner
before application of patches B
to the skin.

Apply up to three (3) LIDODERM® .
patches at one time to cover the most
painful area. Apply patches only once
for up to 12 hours in a 24-hour periad.
Remove patches if irritation occurs,

, NIRRT

63481-687-05

¥437/0B
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"~ LIST OF ORPHAN PRODUCTS DESIGNATIONS AND APPROVALS

NAME

Through Decernber 31, 1998

SPONSOR & ADDRESS
CGenerie Name DD=Dats Designated
TN~Trade Name INDICATION DESIGNATED MA=Marketing Approval
Levocarnitne Trestment of ddovudme-mduced mitochondral myopathy Sigma-Tau Pharmaceusticals, Inc,
TN= Carutor 800 S. Fredenck Avenue, Swte 300

-

Levomethadyl acetate

hydrochlonde
TN= Oriaam

Lsdocaine patch 5%
TN= Lidoderm Patch

Liothyromune sodimm myection
THN= Tnostat

Lipd/DNA human cystic
fibrosis gene
TN=

Liposomal Cyclosporm A
TN= Cyclospire

Leposomal
N-Acetylglucosmmyl-N-Acetyl
muramly-L- Ala-D-150Gln-L-Al
1 -gylcerolidpalmitoyl
TN=ImmTher

Lrposorpal
N-Acetylglucosmunyl-N-Acetyl
muremly-L-Als-D-1s0Gle-L-Al
a gylcerolidpalmutoyl

TN= ImmTher

Liposomal amphotenen B
TN= AmBisome

Treatment of heroin addicts suitable for mamntenance on opiate
agonists

For relief of allodynma (pamnful hypersensitivaty), end chrome
pain m post-herpetic neuralga

Trestment of myxedema coma‘precoma

Treatment of ¢cystic fibrosis

For acrosolized adrministration in the prevention and treatment
of lung allograft rejection

and pulmonary rejection events associated with bone marrow
transplantation.

Treatment of osteosarcoma

Treatment of Bwing's sarcoma.

Treatment of cryptococcal menngiits.

APPROVED DRUG PRODUCTS WITH
THERAPEUTIC EQUIVALENCE
FVAIITATIONS

Guthersburg, MD 20877
DD-04/07/1997 MA= / /

Biodevelopment Corporation

8180 Greensboro Dnive, Suite 1000
McLean, VA 22102
DD=01/24/1984 MA=07/09/1993

Hind Health Care, Inc.

3707 Williams Rd., Sunte 101
San Jose, CA 95117
DD=10/24/1995 MA= [ /

SmuthKline Beecham Pharmactutcals
COuot Fraoklin Plaza

PO Box 7929

Philadelphia, PA 19101
DD=07/30/1990 MA=12/31/1991

Geuzyme Corporation

PO Box 9322

One Mountam Road
Fraringham, MA 01701
DD=04/08/1996 MA=/{

Vemon Kmght, M D.

Baylor College of Medicine, Dept. of
Molecuiar Physiology

One Baylor Plaza

Houston, TX 77030
DD=04/30/1998 MA= /[

Endorex Corp.

900 North Shore Dnive
Lake Bluff, IT, 60044
DD=06/10/1998 MA= //

Endorex Corp.

900 North Shore Dnive
Lake Bluff, IL. 60044
DD=06/10/1998 MA= [/

Fujisawa USA, Inc.

3 Parkway North Center
Deerficld, [IL 60015
DD=12/10/1996 MA=08/11/1997
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OOPD Program Overview
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Purpose of the Orphan Products Program

The Office of Orphan Products Development (OOPD) located 1n the Office of the Commussioner, Food
and Drug Admmistration (FDA), admmnisters the orphan products development program This program 1s
essentially involved in the identrfication of orphan products and the facilitation of their development
Although the OOPD Grants Program has been expanded to include climcal studies for medical foods and
devices that meet the "orphan" criteria established by Congress, the Orphan Drug Act pertains primanly
to drug and biological products

Thus introduction will provide a general overview of the orgamization and operation of the orphan

products program at FDA. For further guidance and direction, additional and more specific information is
available on the topics covered here

Congressional Action

The Orphan Drug Act (P L 97-414) amended the Federal Food, Drug and Cosmetic Act (FFDCA) as of
January 4, 1983 Additional orphan drug amendments were passed by Congress 1n 1984, 1985 and 1988
The use of the term "orphan”, as in "orphan drug", "orphan” disease, etc , does not actually appear in the
text of the law which focuses upon defintions of and treatments for "rare diseases and conditions”

The 1983 Orphan Drug Act guarantees the developer of an orphan product seven years of market
exclusivity followmng the approval of the product by the FDA As a result of the Orphan Drug Act, the
following procedures are admunistered by the Office of Orphan Products Development

< Reviewing and approving requests for orphan product designation

» Overseeing the orphan product program that gives sponsors seven years of exclusive marketing for
orphan products

e Coordinating research study design assistance for sponsors of drugs for rare diseases

* Encouraging sponsors to conduct open protocols, allowng patients to be added to ongoing
studies .

* Awarding grant funding to defray costs of qualified clinical testing mcurred 1n connection with the
development of drugs for rare diseases and conditions

The onginal definttion of "rare disease or condition” 1 the Orphan Drug Act was amended 1n October
1984 by P L 98-551 to add a numeric prevalence threshold to the definition

" the term rare disease or condition means any disease or condition which (a) affects less
than 200,000 persons i the U S or (b) affects more than 200,000 persons n the U S but for
which there is no reasonable expectation that the cost of developing and making available in
the U S a drug for such disease or conditton will be recovered from sales inthe U S of such
drug "

Prior to this revision of the Orphan Drug Act; every sponsor was required to provide financial
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information regardless of the size of the proposed target patient population A product may still be
designated as an orphan by demonstrating that the financial critenia of the law are applcable, regardless of
the number of patients affected

P L 100-290 amended the Orphan Drug Act on Apri 18, 1988, and requires that the application for
designation be made prior to the submission of an application for marketing approval, New Drug
Application (NDA) or Product License Application (PLA) Prior to this amendment, the designation
request could be filed at any time prior to FDA's approval to market the product

Section 1205 of PL 104-188 reinstated the tax credits for chncal testing expenses of orphan drugs for

the peniod July 1, 1996 to May 31, 1997 and allows these credits to be carned forward/back like some
other business tax credits.

The Orphan Drug Final Regulations were published in the Federal Register on December 29, 1992, and
became effective thirty days thereafter

-Orphan Drug Designation

In order for a sponsor to obtain orphan designation for a drug or biological product, an application must
be submutted to OOPD, and the designation approved The approval of an application for orphan
designation 1s based upon the mformation submitted by the sponsor A drug that has obtained orphan
designation 1s said to have "orphan status " Each designation request must stand on 1ts own ment
Sponsors requesting designation of the same drug for the same indication as a previously designated
product must submut thewr own data in support of their designation request The approval of an orphan
designation request does not alter the standard regulatory requirements and process for obtairung
marketing approval Safety and efficacy of a compound must be established through adequate and
well-controlled studies

Incentives of the Orphan Drug Act

The Orphan Drug Act (P L. 97-414, as amended) includes varnous incentives that have stimulated a
considerable amount of interest in the development of orphan drug and biological products These
mcentrves include tax credits for climcal research undertaken by a sponsor to generate required data for
marketing approval, and seven years of marketing exclusivity for a designated drug or biological product
approved by the FDA

Section 527 of the Orphan Drug Act provides a seven-year pertod of exclusive marketing to the first
sponsor who obtains marketing approval for a designated orphan drug or biological product Exclusivity
begins on the date that the marketing application 1s approved by FDA for the designated orphan drug,
and applies only to the indication for which the drug has been designated and approved A second
applcation for the same drug for a different use could be approved by FDA.

Final regulations on the tax credits were published in the Federal Register on October 3, 1988 (53 FR
38708), and the current version of these regulations are 1n Title 26, Code of Federal Regulations, Section
45¢ The Internal Revenue Service administers the tax credit provisions, and specific questions about the
interpretation of the law or regulations affecting the applicability of the tax credit provision of the Act
should be directed to IRS If more information on tax credits is needed, contact Pass Through and
Special Industnes Division, Office of the Chief Counsel, Internal Revenue Service, 1111 Constitution .
Avenue, NW, Washington, DC 20224, telephone 1s (202) 622-3120
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Protocol Assistance -

Section 525 of the Orphan Drug Act provides for formal protocol assistance when requested by the
sponsors of drugs for rare diseases or conditions The formal review of a request for protocol assistance
is the direct responsibility of the Center for Drug Evaluation and Research (CDER) or the Center for
Biologic Evaluation and Research (CBER), depending on which Center has authonty for review of the
product. The Office of Orphan Products Development (OOPD) 1s responsible for insunng that the
request qualifies for consideration under section 525 of the FFDCA. This includes determining "whether
there is reason to believe the sponsor's drug is a drug for a disease or condition that 1s rare in the United
States " A sponsor need not have obtained orphan drug designation to recerve protocol assistance

Once OOPD determunes that the proposed compound is for a disease or condition that israre inthe U S,
the request will be forwarded to the responsible reviewing division for formal review and direct response
OOPD monutors the review process within the respective CDER/CBER reviewing division and, where
possible, assists m resolving specific issues that may arise duning the review process It should be
understood that protocol assistance provided under the Act does not waive the necessity for the
submussion of an Investigational New Drug Application (IND) by sponsors planmng to conduct clinical
trials with the product

Research Grants

The FDA, through OOPD, funds the development of orphan products through 1ts grants program for
clinical studies The Request for Applications (RFA) announcing availability of funds is published in the
Federal Regzster each year - usually 1n June Eligibility for grant funding 1s extended to medical devices
and medical foods for which there 1s no reasonable expectation of development without such assistance
Applications are reviewed by panels of outside experts and are funded by prionty score
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_{ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Admunjstranon
Rockwille MD 20857

NDA 20-612 ~ -

. MAR 19 g
Hind Health Care, Inc.
Attention: Larry Caldwell, Ph.D.
Consuitant to Hind Health Care, Inc.
3707 Williarns Road  Suite 101
San Jose, CA 95117-2017

Dear Dr. Caldwell:

Please refer to your new drug application (NDA) dated May 31, 1996, submtted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Lidoderm Patch (lidocaine patch) 5%
w/iw. Please refer to our not approvable letter dated April 17, 1997, and our approvable letter
dated December 2, 1998.

We acknowledge receipt of your submission dated January 15, 1999, Thus submission, together
with your submissions of August 30, October 30, and December 1, 1997; February 9, 1999, and
March 4, 1999, and correspondence via facsimile transmussion dated March 15 and 18(two),
1999, constituted a complete response to our December 2, 1998, action letter.

This new drug application provides for the use of Lidoderm Patch (lidocaine patch) 5% w/w for
the treatment of pain in post-herpatic neuraigia.

We have completed the review of this application, as amended, and have concluded that adequate
information has been presented to demonstrate that the drug product is safe and effective for use
as recommended in the agreed upon labeling text. Accordingly, the application is approved
effective on the date of this letter

The final printed labeling (FPL) must be identical to the submitted draft labeling (package insert
stiBfmtted March 4 and 18, 1999, immediate container ang carton labels subnutted March 15,
1995). Marketing the product with FPL that 1s not identical to the approved labeling text may
render the product misbranded and an unapproved new drug.

Please submit 20 copies of the FPL as soon as it is available, in no case more than 30 days after it
is printed. Please individually mount ten of the copies on heavy-weight paper or similar
material. For administrative purposes, this submission should be designated "FPL for approved
NDA 20-612." Approval of this submission by FDA is not required before the labeling 1s used.

o




NDA 20-612
Page 2

Validation of the regulatory methods has not been completed. At the present time, it is the policy
of the Center notito withhold approval because the methods are being validated. Nevertheless,
we expect your continued cooperation to resolve any problems that may be identified.

Fl

In addition, please submit three copies of the introductory promotional materials that you
propose to use for this product. All proposed materials should be submutted in draft or mock-up
form, not final print. Please submit one copy to this Division and two copies of both the
promotional materials and the package insert directly to: -

Division of Drug Marketing, Advertising, and Commurications, HFD-40
Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Please submit one market package of the drug product when it 1s available.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, contact Victoria Lutwak, Project Manager, at (301) 827-2090.

Sincerely,

/S!

John E. Hyde Ph.D., M.D.

Deputy Director

Division of Anti-Inflammatory, Analgesic and
Ophthalmic Drug Products

Office of Drug Evaluation V

Center for Drug Evaluation and Research
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- Archival NDA 26-612 * y

-,

HFD-550/Div. Files

HFD-550/V.Lutwak

HFD-550/ ] Hyde/ C Fang/ H Patel/ C Yaciw
HF-2/MedWatch (with labeling)
HFD-002/ORM (with labeling)
HFD-105/ADRA (with labeling)
HFD-40/DDMAC (with labeling)
HFD-613/QGD (with labeling) .
HFD-21/ACS (with labeling) - for drug discussed at advisory commuttes meeting.
HFD-35/Orphan Drugs

EFD-95/DDMS (with labeling)

HFD-830/DNDC Division Director

DISTRICT OFFICE '

Drafted by: vi/March 10, 1999
Initialed by: vi

finaj:

flename: v/NDA/20612/990319AP

APPROVAL (AP)
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DESCRIPTION

Endo’
ENDO LABORATORIES

LIDODERM®
(lidocaine patch 5%)

I

LIDODERM {hdocaine pateh 5%) 15 compnsed of an adhesive matenal contaring 5% hdocaine which 1s applied 10 a non-woven
polyester feit backing and covered with a palyethylene teréphtnalate (PET) fitm release Yiner The reiease liner 1s removed priar ta
applicauan to the skin The size of the patch 1s 10 cm x 14 ¢m

Lidocaire s chemically designated as acetamde 2-(chethylarming)-N«(2 6-dimethyiphenyi) has an octanol water partmion rato of
43 at pH 7 4 and has 1he following structurs

acid and urea

CLINICAL PHARMACOLOGY 1

Pharmacodynamacs®

CH,

CeHs

NH—CO—CH, =N

CH,

Each achesive patch contains 700 mg of bdocame {80 mg per gram adhesive} in an aqueous base It also contans the following
nactve ngredients dihydroxyalurminum ammoacetate disodium edetate, gelatn glycenn, kaciin methylparaben polyacrylic
acd polywny! alcohol, propylene glycol, propylparaben sodwm carboxymethylcellulose sodium pofyacylale D-scrixtol tartanc

CzHs

Lidocame 15 an amige-typs local anestheti¢ agent and is suggested to stabilize neuronal membranes by nhiciting the worc fluxes
required for the intiation and conduction of Impulses

The penetration of idocaine no Intact skin after appheation of LIDODERM 18 sufficient to produce an analgesic effect but less
than the amount necessary to produce a complete sensory block

Pharmacaokmetics

Absamption

The amaunt of kdocane systermcally absorbad from LIDODERM 1s ciractly eiated to both the duration of application and the sur-
tace aren over which it 15 appled In a pharnacakinetic study thres LIDODERM patches were applied over an area of 420 cm? of
atact skin on the back of normal volunieers for 12 hours Blood samples were withdrawn for oeterminaror of hidecaine concer-

tration dunng the apphkeatian and for 12 hours after remaval of patches The results are surmmanzed in Table 1

Table 1

Absarption of idacaine from LIDODERM

Normai volunteers (n = 15 12-hour weanng tume)

T
LIDCDERM Application Area Dcse Crmax T max
Patch Sie {cm<) Absorbed {mg) {g/mL) hry
3 parches Back 4290 64 =32 033 =006 11 hr
{2100 mg)

~When LIDODERM 1s usec according to the recommended dosing Instructions cnly 3 ¢ 2% of the dose applied 1s expected {o be
absorbed At least 95% (665 mg) of idocaine will remain in 3 used pateh  Mean peak bined concentration of idocaine 15 about
013 pg/mL (about 1/10 of the therapeutic concentration requued to treat cardiac arrhythmias) Repeated application of three
patches simultanecusly for 12 nours (recommended maximum dardy dose) once per day for three days indicated that the lico-
cane concentraton does nat increase with daily use The mean piasma phammacokinetic profiie for the 15 healthy volunteers 1s

shown in Figure 1

Frgure 1

Mean idocaine blood concentralions after three consecutive dailly applications of three LIDODERM patches simultanegusly for 12
hours per day in healthy volunteers (n = 15)

Distnbution

-

100

L]

&

Plsma Lidocans ng/ml
g

i
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n
Hours

J

Qg 4 4 &8 o4 n

When hdocane is admwustered ntravencusly to healthy voluntesrs the volums of distnbution s 07 t0 27 L/Ag (mean 15 =086
SO n =15} Atconcentrations produced by apphcation of LIDODERM hdocane 15 approximatety 70% bound to plasma proteins
prmarly alpha-1-acd glycoprotem At much higher plasma concentrabons (1 16 4 pg/ml of free base), the plasma proten
bincing of iidacane 1s concentrauon dependant Lidocaine ¢rossas the plagental and blood brain barmars presumably Dy passive

aiffusion



Metabolism

It 1s not known if ldocaine 1s metabolized in the skin Lidocaine 1s metabalized rapidly by the hiver to a numper ot metagoites
including manoethyiglycinexylidice {MEGX) and glycinexytdide (GX) both of which nave pharmacologic activity Simuar 10 D.Ji less
potent than that of Idocaine A minor metabolite 2 B~xylidhne has unknown pharmacologic activity but is carcinogente n rats
The bleed concentration of this metapolite 18 neghigible fallewing applhication of LIDOCERM {hdocaine paten 5%} Fallowing intra
venous administraton MEGX and GX concentratans in serum range trom 11 to 36% anc from 5 t¢ 11% of laccaine cancentra-
tions, raspectively

Excretron®

Lidocame and ts metatolites ara excreted by the ldneys Less than 10% of idocaine 1s excreted unchangea The half-ife of
hdocaine elimunation from the plasma foliowing IV agministration 15 81 10 149 minutes (mean 107 = 22 S0 n = 15) The systemic
clearance 1s 0 33 to 0 50 L/min (Mean 064 =0 18 30 n = 15)

CLINICAL STUDIES

Singie-dose treatment with LIDODERM was compared to treatment with vahicle patch (without igacane} and to no treatment
{ebservation only) n a ¢ouble-biing crossover chincal tnal with 35 post-herpetic neuralga patents  Pain intensity and pan reief
scores ware evalyated penocically for 12 hours  LIDODERM performed statistically better than vetucle palch i terms ot pan
ntensity from 4 10 12 howrs

Multiple-dose two-week treatment with LIDODERM was compared to vehigle patch (without idocaine) m a doubile-phng
cressover clinucal tnal of withdrawal-type design canducted i 32 patients who were considered as responders 1o the apen-iabel
use of LIDODERM prar 1o the study The cansiant type of pain was evaluated but not “he sain induced by sensory stimuh (Qyses-
thesia) Statstrcaily significant cifferences favonng LIDOCERM were observed in terms of trme to exit from the tnal (14 versus 3 8
days at p-value <0 001) daily average pain relief and patient's preference of treatment About haif of the patients also took oral
meadication commonly used in the treaiment of post-herpetic neuralgia The extent of use of concomitant medication was sirmiiar
In the two treatrment groups

INDICATION AND USAGE
LIDODERM s ncicated *or rehef of pain asseoc ated with past-herpene neuraligra It should be appleg only to intact sk

CONTRAINDICATIONS
LIDODERM I1s contraind:cated mn patients with a known history of sensitivity to local anestheties of the amude type or to any other
component of the product -

WARNINGS

Accidental Exposure in Children

Even a used LIDODERM patch contains a large amount of ldacaine (at least 665 mg) The potential exists for a smatl chrld or a
pet to suffer sertous adverse effects from chewing or ingesiing a new or used LIDODERM patch although the nsk with this for-
mulation has net been evaluated It is important for patients tc store and dispose of LIDOCDERM gut of the reach of chidren
and pets

Excessive Dosing

Excassive dosing by applying LIDODERM to larger areas or for lcnger than the recommended weanng fime could result in
incraasec absorption of kdocame and high blood concentrations leading to serious adverse etfects (see ADVERSE REACTIONS
Systermic Reacngns) Ldocane toxicity could be expected at idocaine bicod concentrations above 5 pg/mL  The bloed con-
centrauon of idocamne 15 determined by tne rate of systernic apsorpticn and elminaticn  Longer curation of apphcation apphca-
tion of mare than the recormmended numaer of patches smalter patents or mpawed ehmnation may ail contribute 1o ncreasing
the blooc cencentraton of idocame With racommended dosing of LIDODERM the average peak blood concentration 1s about
0 13 pg/mL but concentrations higner than 0 25 pg/mL have been observed In some indivduais

PRECAUTIONS

General.

Hepatic Diseasa

Patients with severe hepatic disease are at greater nsk of developing toxic blood cencentrations of idocaine because of ther
inability 1o metabohize icecaine narmally

Allargic Reactians

Patients allergic to para-amuncbenzoic acid denvatives (procaine tetracaine benzocane ete ) have not shown cross sensitivity
1o hdocane However LIDODERM shoulg be used with caution 1n patients with a history of grug sensitivities especiaily if the ati-
ologic agent 1S uncertain

Non-intact Skin
Appkcation t¢ broken or inflamed skin althcugh net tested may resuit in higher blood concentrations of kdocaine from increased
absorption  LIDOCERM :s anly recommended for use on intact skin

Eye Exposure

The contact of LIDODERM with eyes althaugh not studied should be avoided based on the findings of severe eye rntation with
tha use of stmilar products it aneenals  |f eyve contact occurs, immediataly wash out the eye with water or saline and protect the
eye until sensation retuns

Drug Interactions

Antiarrhythmic Drugs.

LIDODERM should be used with caution in patients receving Class | antiarthythmic grugs (Such as tocamde and mexietine) since
the toxic affects are additive and potenually synergistic

Local Anesthehcs-
When LIDOOERAM 1s used concomitantty with other products cantarung facal anesthetic agents the amount absarbied from aff
formulations must be considerad

Carcinogenesis, Mutagenesis, Impatrment of Fertihty

Carcinogeness,

A munor metabolite, 2 6-xyliding has been tound to be carcinogenic in rats  The blood concentration of this metabalite 1s negfi-
gibie lollowing apphication of LIDODERM

Mutagenasis
Lidocama HCl 15 not mutagamc in Salmorella/mammalian microsome test nor clastogenic iIn chromoscme aberration assay with
human lymphacytes anc mouse micronucleus test

{mpawrmant of Fartility
The effact of LIDODERM on fertility has not been studied



Pregnancy*

Teratogenic Effects. Pregnancy Category B

LIDCDERM {Idocaine patch 5%) has not been studied in pregnancy Reprocuction studies with idocaine have been pertormed in
rats at cases up to 30 mo/kg subcutaneously and have reveaied no evidence of harm 10 the fetus due to idocaine There are
nowever no adequate and well-controlled studies in pregnamt women Because animal reproduction studies are not always pre-
dictive of human response LIDODERM should be used dunng pregnancy onty it ciearty needed

Labar and Delivery”
LIDOCERM has not been studied i labor and delivery Lidocaine 15 not centraindicated 1 'abar and delivery Should LIDODERM
be used concomtantly with oiher products containing hdocaine, 1o1ai doses contnbuted by all formulanons must be consigered

Nursing Mothers
LIDOOERAM has not been studwed 1In nursing mothers Lidocame 15 excreted in human milk and the milk plasma ratio of bdocaine
1s 0 4 Caution should be exercisad when LIDODERM 1s administered ta a nursing woman

Pediatnc Use-
Satety and effectveness in pediatne patients have nat been estabushed

ADVERSE REACTIONS

Localized Reacbons:

Dunng ar immediately after treatment with LIDODERM (idocaine patch 5%) tne slun at the stte of t*satment may develap ery-
thema or edema or may be the locus of abnormal sensanon These reactons are generally muld and transient resolving sponta-
neously within 2 few minutes to hours In chmcal studres with LIDODERM there were no senous reactions reported  One out of
150 subyects in a three-wesk siudy was tdaconunued from treatMent because of a skin reacuon {erythema and hives)

Allergic Reactions:

Allergic and anaphylactard reactions associated with ndocaine aithough rare, can occur They are charactenzed by urhicana
angicederma bronchospasm and shock It they ocour, they should be managec by conventuonal means The detecton of sensi-
tvity by skin testing 1s of doubthud value

Systemis (Dose-Related) Reactons.

Systermic adverse reactions following appropnate use of LIDCDERM are unlikely, due to the smail dose absorbed {see CLINICAL
PHARMACCLOGY, Pharmacokenetics) Systermic adverse effects of idocamne are similar in nature 1o those abserved with other
amide local anesthetc agents ncluding CNS excitation and/or depression (hght-headedness nervousness apprehension
euphona, confusion dizzmess, drowsmess tinmtus, biumed or doubie wision vormting sensations of neat, coid or numbness
TwitChing, tremars, convuisions unconsciousness respiratory depression and arrest) Excitatory CNS reactions may be briet or
not oceur at all in which case the first manifestation may be drowsiness merging INo uncensciousness Cardiovascular manites-
tatons may include bradycardia hypotension and cardicvascular callapse leadirig to arrest

OVERDOSAGE

Lidocane overdose from cutanequs absarption 1s rare, but could occur I there 15 any suspicion af idocaine overgose (see
ADVERSE REACTIONS Systeric Reactions) drug biood concentration should be checked The management af overdose
mcludes close montonng, supportive care and symptomatic treatment  Dialysis 18 of negiigible value i the treatment of acute
overdase with idocane

In the absence of massive topical overdose ar oral Ingestion evatuation of symptoms of toxicity should nciude conswderaticn of
other atologies for the cunical effects or averdosage from other scurces of idocaine or other local anesthetics

The oral LDg, of idocaine HCI 1s 453 {346-T73) mg/kg |as the salt) in non-fasted female rats and 214 (159-324) mgrkg (as the sait)
in fasted femate rats which are eguivalent to roughly 4000 mg and 2000 mg respeciively n a 60 t¢ 70 kg man based on the
aguvalent surface area dosage conversion faciors between species

DOSAGE AND ADMINISTRATION

Apply LIDCDERM to intact skin to cover the most painful area  Apply up to three patcnes conly cnce for up to 12 hours within a
24-hour penod Patches may be cut into smaller sizes with scissors pnor 1o removal of the release iner Clothing may be worn gver
the area of application Smailer areas of treatment are recommended in a debilitated patient ar a patent with impaired efimination

If rntation or a burruing sensation cccurs dunng application, termove the patchies) and do not reapply until the mtaton subsides

When LIDCDERM 15 ysed concormtantly with other products contaiming lecal anesthetc agems, the amount absorbed from all
tormuiations must ba considered

HANDLING AND DISPOSAL
Hands shauld be washed after the handling of LIDODERM and eye cantact with LIDCOERM shauld be avaided The used paich
shou'd be rmmediately disposed of n such a way as to prevent its access by children or pets

HOW SUPPLIED
LIDODERM fidocame patch 5%) +o avallable as the following

NCC £63481-687-06 resealabla envelope containing 5 patches (10 cm x 14 cm) bgx of & envelopes
KEEP ENVELOPE SEALED AT ALL TIMES WHEN NCT IN USE

Store at 25°C (77°F), excursions permitied to 152 30°C (59°-86°F) {See USP Controlled Room Temperature]



d ®
& s ] Manufactured by

TEIKOKU SEIYAKU CO.LTD
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July 12, 2000

Endo Pharmaceuticals, Inc.
Chadds rord, Pa. 19317

Res, Lidoderm Patch
To Whom It May Concern:

In October 1997 I had cataract surgery and one of the
followup medications was Profenal, After several days
of using these drops I developed an allergic reaction
(we discovered a cautionery note on the package that
this sometimes happens) resulting in a severe case of 7
shingles, My medical doctor prescribed everything

for relief from topical to internal but to no avail.
As time went on some of the pain lessened but the
discomfort did not go away.

In September 1999 my niece read an article in a journal
at her job in a hospital which described Lidoderm and
lo and behold I have finally found relief (not a cure).
At this point, I do not use it daily but when 1 awake
with the recognizable distress, I use this product and
within a short time I have relief,

I have thought of writing many times, but finally

decided 1t was time to share my success. Thank you

for this product and please pass my thanks on to Dr, Harry
Hind whose address I could not faind,

_\_igy truly vours, -
M\]%Mtkj
Mrs, Ethel -T. Reimer
345 Bullard Ave,
Paramus, N,J. 07652

P.S. When I showed my physician the article back in
1999, he had never heard of this product and we had to
make several phone calls before finally locating 1t
through AARP Pharmaceutical Dept, I have also menwi.oned
1t to several friends troubled as | was,



Frieda Krueger, Jackson Heights, New York

A particularly painful case of shingles and resulting postherpetic neuralgia (PHN) pain along her
side left Fneda Krueger practically incapacitated Frieda, now 77, spent almost five years
searching for some relief before trying the LIDODERM® patch (lidocaine patch 5%) in early
1999 She found the relief she was hoping for in the patch.

Previously, Frieda had tried almost every remedy available for the intense PHN pain she has
across her left side. She saw 1nternists, neurologists and anesthesiologists She tned various
pain medications, acupuncture and epidurals  She had an intrathecal pump implanted - 1t didn’t
work. She spent four days m New York University hospital trying varnious treatments Nothing
worked and Frieda was miserable.

Frieda says, “no one can ever imagine how bad the pain was ™ For two years, she says she lay on
the couch or in her bed She couldn’t even get dressed or go on any outings Her husband used
to push her outside in a wheelchair just to get some fresh air ~ She descnibes her pain as an
intense burning sensation, with “shots of electneity” running down her side.

Frieda finally found Dr Bradley Galer of Beth Israel Pain Center, one of the lead investigators
for LIDODERM® Since starting to use the patch in January 1999, Frieda has gotten some real
rebief and is again “abie to function.” She goes on walks and to social engagements and enjoys
being active again

6/99



Everett Asaro, South San Francisco, Califorma

When asked to descnibe the nerve pain he expenenced after a case of shingles, Everett Asaro
says, “it was devastating, like a hot krufe sticking n my back, twisting and turning ”

Everett, now 78 years old, contracted shingles ten years ago and the pamn from the damaged

. nerves across his back — postherpetic neuralgia (PHN) - has remained ever since. Everett was
completely “knocked out” by the pain Any activity aggravated the nerves, so he ceased all
activity. Any touch on his back, mncluding clothes or even bedcovers, caused him such intense
pain he would “yump out of (fus) skin.” When clothes were absolutely necessary, Everett would
cut holes out of the back of lus shirts so 1t didn’t touch the painful area

Everett, a retired butcher, trned oral pain medications, cold packs and hot packs. Nothing worked
on his pain. Everett then read in the newspaper about the climical trials for LIDODERM®
(lidocaine patch 5%) that were taking place at the University of Califorma, San Francisco  He

says he feels very fortunate that he was accepted into the program, because the patches work ’
“beautifully” to control his pain Everett says he doesn’t know what he’d do without

LIDODERM®

Everett wears a patch every day He 1s playing golf agan, and 1s enjoying spending time
relatively pain-free with his wife, 4 children, 12 grandchildren and 6 great-grandchildren

6/99



Phylhs Bohanom, Portland, Oregon

When Phyllis Bohanon, now age 71, was being treated with chemotherapy for breast cancer in

1985, the last thing on her mind was the shingles virus. However, on top of everything else she

was dealing with, Phyllis contracted a painful case of shingles, a reactivation of the chicken pox

virus that mast often attacks people whose tmmune sy

AIDS patients or patients undergoing chemotherapy.

The shingles rash broke out across her back on her spine and

unfortunately for Phyllis, she experienced permanent neve d

aczoss her back and arm was “horrible and unbearable.”

Phyllis was an X-12y technician who had retumne
children and was an avid gardener. When her po

worst, Phyllis would do nothing more than “sit in a chair, hardly

medications, which she said didn’t do anythi

(transcutaneous alectrical nerve stimulation), with no relief

Phylhs heard from a neighbor about a new P

accepted nto the tral and left for Seattle hope

HN study that was t

50%4) worked 1o control her pain and Phyllis is thrilled

stems are weakened, such as the elderly,

around her arm  And,
amage. She says the shooting pan

2

d to college in her 50s She had raised five
stherpetic neuralgia (PHN) pain was at its

moving.” She tned oral pa

.

ng to control her pat. She also tried TENS

o take place in Seattle She was

ful The LIDODERM® patch (lidocame patch

Phyllis uses three patches a day, every day, combining them with some prescription patn

medication when she knows she 15 going 10 be particularly active She does volunteer work at

her church, and tutors school children She1s also back to her garderung and 15 enjoying some
extensive traveling with her husband and family

6/99
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Joseph Wahed, San Francisco, Califorma

Joseph Wahed, 63, says that he spent months at a ime “virtually a prisoner 1n (his) own house,”
due to the intense nerve pain he experienced after a case of shungles Joe’s shingles outbreak in
1992 was across his back and right side. He describes the constant postherpetic neuralgia (PHN)
pam that followed as excruciating, saying that even someone blowing on Ius back or wind could
cause him agony. He could not have anything touch his back and didn’t wear a shurt for months
at a time.

An avid golfer and tennis player, Joe had to give up the activities he enjoyed He also couldn’t
work for a time at his job as a chief economust for Wells Fargo Bank.

Joe tried all available methods to get some pain relief. Strong oral pain medications helped a
little, but he says, they caused drowsiness, lethargy, constipation and impaired judgement. And
the medications lost their effectiveness over tune. Joe also tried antidepressants, anticonvulsants,
injections along the nerves on his back, and acupuncture. Desperate to get hus life back, he saw
medical doctors, chiropractors and even what he calls a “witch doctor ”

Dr Michael Rowbotham of the Umversity of San Francisco Pain Center enrolled Joe 1n the first
set of climical trials for the LIDODERM® patch (lidocaine patch 5%) Joe says that from the
rmnute he put the patch on, he got true relief from his pain for the first time, without any side
effects He calls the patch a “wonderful, wonderful invention ”

Joe is actrve agam and enjoying life. He 15 also locking forward to his younger son’s upcoming
wedding, which he believes he would not even be able to attend without LIDODERM®

6/99



Mary Conover, Redmond, Washington

“If I can just live through December, maybe things will get better,” 77-year-old Mary Conover
remembers thinking in the summer of 1992, when she was stricken by postherpetic neuralgra
(PHN) pain after a case of shingles.

Mary’s nerve damage is on her upper arm, m her armpit and across her back. The pain 1s “non-
stop, excruciating and indescribable,” she says. She was 1n such pain that she had to give up all
the activities she enjoyed, including jazzercize classes and rugbraiding

Her family doctor diagnosed the PHN and attempted to treat her pain with a variety of products
Mary recalls nasty side effects from oral pain medications and antidepressants that didn’t work
on her pain. She tned bee sting therapy and even had a Lidocaine infusion. Nething helped

Mary then participated in the LIDODERM® (lidocaine patch 5%) study at the University of
Washington. The patch, says Mary, is “a howling success.” She feels the patches, which she
uses every day, have completely changed her life. “It’s Iike mght and day,” she says Mary’s
husband, two daughters and three grandchildren ¢onfer — they are thnilled to have the old Mary
back.

6/99
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Ms Laura E W Noble

Compliance Officer

Office of Comphance

Chemucals, Clothing, and Household Products Team
U S Consumer Product Safety Commusston

4330 East-West Highway

Bethesda, Maryland 20814

Dear Ms Noble

This confirms and expands on our telephone conversation of June 22, 1999
concermng the Commussion’s letter of June 14, 1999 to Endo Pharmaceuticals, Inc
(“Endo™) Endo, the marketer of Lidoderm® (lidocawne patch 5%), has asked us to
represent the company in this matter.

The Commussion’s letter refers to the “final rule requining child-resistant packaging
for products contaimng hdocaine,” codified at 16 C F R. § 1700.14(a)(23), and
promulgated under the authority of the Poison Prevention Packaging Act (PPPA). The
Commuission’s letter also alleges that “if the Lidoderm packaging does not comply with the

PPPA, 1t will be a misbranded drug as defined by section 502(p) of the Federal food, Drug,
and Cosmetic (FD&C) Act.”



Ms Laura E W. Noble HYMAN, PHELPS & MCNAMARA, PC
June 29, 1999 -
Page 2

Bnefly, Endo’s position is that the lidocaine standard at 16 C F R. § 1700 14(a)(23)
does not apply to lidocame products in patch form (“lidocaine patches™), and that the
Commussion does not have the statutory authonty to enforce the standard against lidocame
patches.

L. FAILURE TO MAKE REQUISITE FINDINGS FOR LIDOCAINE PATCHES

For hdocaine patches, the Commission has not made any of the findings required by
the PPPA to impose a standard As the Commussion itself admits 1n the preamble to the
final rule for “products containing lidocaine”

The ..PPA . authorizes the Commission to establish standards for the “special
packagmg” of any household substance if .  the special packaging 1s techmcally
feasible, practicable, and appropriate for such substance ’

The findings that the Comrmssion must make in order to issue a standard
requing child-resistant . . packaging for a product are discussed below m Section
E

Section E of the preamble to the final rule repeats that

the Commission is required by section 3(2)(2) of the PPPA to find that the
special packaging 1s “techmically feasible, practicable, and appropnate 2

Moreover, the PPPA also requires the commussion to find that “the degree or nature
of the hazard to children m the availability of such substance, by reason of its packaging, 1s
such that special packaging 1s required to protect chuldren ™ It 1s clear that the Commission

' 60 Fed Reg. 17992, 17993 (Apnl 10, 1995) (emphasis added).

Id at 18002 (emphasis added) “Techmical feastbility” exists when the technology
exists or readily can be developed and implemented by the effective date to produce
packaging conforming to the standard. Id. “Practicability” means that special
packaging complying with the standard can utilize modern mass production and
assembly line techmiques. Id. “Appropnateness” exists when packaging complying
with the standard will adequately protect the integnty of the substance and not
mterfere with the intended storage or use Id

3 15U S C § 1472(a)(1) (emphasis added)



Ms Laura EW Noble HYMAN, PHELPS 8 MCNAMARA, PC
June 29, 1999
Page 3

cannot make the findings requured by the PPPA without considenng the dosage forms and
the packagimg used for products containing the substance

The notice of proposed rulemaking® and the final rule reflect that the Commussion
made the required findings only with respect to (1) the following dosage forms “creams,
omtments, gels, jellies, viscous solutons, liquds, sprays, aerosols, and mjectables,” and (2)
the followng types of packaging: “tube packaging,” “squeeze or pump bottles,” and

“aerosol sprays *’ The Commission con51dered also prefilled syninges and a product “in a
foil packet contammg 1/8 oz of gel.”

In order for the standard to legally apply to hdocame patches, the Commission must
make the following findmngs:

o That the hazard to children m the availability of lidocarne, by reason of its bemng ~
1n_a patch, 1s such that special packaging is required.

e That the technology exists or readily can be developed and mmplemented by the
effective date to produce lidocarne patches packaging conforming to the
standard.

e That, for lidocamne patches, special packaging complying with the standard can
utilize mass production and assembly techruques.

o That special packaging complymng with the standard will adequately protect the

integrity of lidocame m a patch and not mterfere with the product’s intended
storage Or use.

For hidocaine in patches, the Commuission did not make any of the findmgs required
by the PPPA  Therefore, (1) the standard cannot be imterpreted to apply to idocaine
patches, (2) the Commussion does not have statutory authority to enforce the standard

aganst lidocaine patches; and (3) Endo’s Lidoderm® 1s not misbranded under section
502(p) of the FD&C Act

4 57 Fed Reg. 34274 (Aug. 4, 1992).
See, e g, 60 Fed. Reg. at 17993-94, 18002-03
8 Id at 17994, 18001.
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II. NOOPPORTUNITY FOR COMMENT

The Commission may not enforce the standard aganst lidocaine patches because
interested parties were not given notice and an opportunity to comment on 1t. The PPPA
provides that “[pJroceedings to issue, amend, or repeal . a standard .. shall be
" conducted in accordance with the procedures described by section 553.  of Title 5 [ e.,
the Admustrative Procedure Act (APA)] ... 7 The APA provides that a notice of
proposed rulemaking shall include “erther the terms or substance of the proposed rule or a
description of the subjects and issues mvolved ** Furthermore, the APA provides that,
“[alfter notice required by this section, the agency shall give interested persons an
opportunity to participate in the rule making through submussion of written data, views, or
arguments with or without opportunity for oral presentation.”

Nerther the notice of proposed rulemaking nor the final rule contaned any mdication g
that the standard could apply to lidocaine patches To the contrary, the detailed and
specific discussions concerning types of dosage forms and packaging for lidocaine—which
fail to make any reference to patches—would reasonably and logically lead the public to
conclude that the regulation was not intended to apply to hidocaine patches Endo and the
public were not given notice that the standard mught apply to hdocamne patches.
Accordingly, there was never a true opportumty to comment on this 1ssue 1n the
rulemaking

With respect to 1ts apphcability to idocamne patches, the regulation 1mposmg the
standard was not promulgated n accordance with the APA Therefore, the standard 1s
mvalid when applied to hdocaine patches

HI. ENDO’S PRIOR COMMUNICATIONS WITH COMMISSION PERSONNEL

In December of 1998, Endo asked us to mvestigate the applicability of the standard
to lidocaine patches On December 10, 1998, we discussed this 1ssue with Dr Suzanne
Barone, who was represented to us as the Comunussion’s contact for the child-resistant
packaging regulations

’ 15U.S C § 1474(a).
3 5USC §553(b)(3).
® 5USC §553(c)
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Dr. Barone informed us that the standard for lidocaine products was not intended to
apply to hdocaine patches simply because they were not on the market at the time the
standard was proposed and finalized. Dr. Barone added that the Commission was “in the
process of formulating 1ts policy on patch products ”

Thus, even after consulting with Commussion staff, Endo had no reason to believe
that the standard would apply to lidocaine patches. To the extent that the letter to Endo
means that the Commission has now established a “policy” on hidocame patches, the prior
discussions in thus letter make it clear that the Commission may not make a standard
applicable to a class of products simply by adopting a “policy ” There must be a
rulemaking proceeding that affords interested parties the opportunity to comment, and
which the Commussion makes the findings required by the PPPA to tmpose a standard

IV. APPLYING STANDARD TO LIDODERM® COULD HAVE SEVERE ,
ADVERSE EFFECT ON AVAILABILITY OF AN ORPHAN DRUG

On October 24, 1995, the Food and Drug Admunstration (FDA) designated
Lidoderm® as an “orphan drug” (see Attachment 1) *° An orphan drug 1s a drug 1ntended to
treat a rare condition that affects fewer than 200,000 persons 1 the U S, or affects more
than 200,000 persons but for which there 1s no reasonable expectation that the cost of
developing and making available the drug will be recovered from sales ' The orphan drug
provisions of the FD&C Act are intended to encourage the development and marketing of
drugs for rare diseases, through the use of certain economic incentives.'? Without these
economic incentives, the rare conditton would go untreated with drugs See Attachment 3

To require Endo to now halt the launch of this orphan drug while it attempts to find
child-resistant packaging, and determune whether such packaging 1s “appropnate” for
Lidoderm®, would further delay the availability of therapy for persons suffermg from this
rare condiion In addition, Endo would need to determine whether the increased cost of
using ctuld-resistant packaging would make the product so unprofitable as to negate the
mcentives in the FD&C Act.

Approval to market Lidoderm® was not granted until March 19, 1999
(see Attachment 2)

1 21USC §360bb(a)2)

12 See eg,21USC. §360cc
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Finally, Endo wishes to point out that the envelope m whuch the Lidoderm® patches
are contamned bears the following warning. “WARNING. Package not chuld resistant
Keep used and unused patches out of the reach of chuldren and pets.”

V. CONCLUSION

Expanding the scope of the standard for lidocamne products to include lidocame
patches is m violation of the PPPA, the APA, and the Commussion’s regulations (16 CF R
§ 1700.3) The Commission has no statutory authonty to enforce the standard against
lidocaine patches.

In addition to being contrary to the applicable statutes, it would be wholly unfair for
the Commusston to attempt to enforce the standard agamnst lidocaine patches without first
engaging 1 appropriate rulemaking. If the Commusston wishes to make the regulation
applicable to idocaine patches, it should publish a notice of proposed rulemaking
Interested members of the public, including the industry, should be provided an opportunity
to comment We assure the Commission that Endo will participate fully in any new
rulemaking

Please do not hesitate to contact us if you need additional information or wish to
discuss this matter

Smecerely,

HYMAN, PHELPS & McNAMARA, PC
Counsel for Endo Pharmaceuticals, Inc

Tpma L. /Q&WW

By Samua N Rodnguez

SNR/slk



ATTACHMENT 1
LETTER, JUNE 29, 1999

3-5
LIST OF ORPHAN PRODUCTS DESIGNATIONS AND APPROVALS
Through Docember 31, 1998
NAME SPONSOR & ADDRESS
mq,,,’,‘,‘;:m INDICATION DESIGNATED mmn d““g:“m
Levocarnrune " Treatment of ddovudme-mduced mitochandnal mryepathy Sigma-Teu Pharmaccuticals, Ine.
TN= Carnstor 800 S. Predenck Avenue, Suite 300

Levomethadyl acetate

hydrochlonde
TiN= Orlaam

Lidocawne patch 5%
TN= Lidoderm Patch

Liothyronune sodiurm myection
TN= Tnostt

Lipid/DNA human cystic
fbrosis gene
TN:I

Liposomal Cyclosporm A
TN= Cyclospire

Liposomal
N-Acctyiglucosmmyl-N-Acety!
mowramly-L-Ala-D-1s0Glo-L-Al
a gylcerolidpaloutoyl

TN= IrmnTher

Liposomai
N;Aoa)dglucosmmyl-N-Ao:tyl
muramiy-L-Als-D-1s0Gin-L-Al
1 —gyleerolidpalmutoyl

TN= IrmnTher

Liposomal amphotericin B
TN= AmBisome

Treatment of herown addicts suttable for mantenance on opiate
agonists

For relief of sllodynts (pamnful hypersensiivaty), and chronic
pan m post-herpetic neuralgia

Treatrhent of myxedema con/precoma

Treatment of cysuc fibrosis

For asrosolized admunistration wn the prevention and treatment
of lung ailograft rejection

and pulmonary rejection events associated with bone marrow
transplantation.

Treatment of osteosarcoma.

Treatment of Ewing's sarcoma.

Treatment of cryptococcal memingitis

APPROVED DRUG PRODUCTS WITH
THERAPEUTIC EQUIVALENCE
EVALUATIONS

19™ EDITION

‘Gasthersburg, MD 20877
DD=04A07/1997 MA= / /

Biodevelopment Corporation

8180 Greensboro Brive, Suite 1000
McLean, VA 22102
DD=01/24/1984 MA=07/09/1993

Hind Health Care, Inc.

3707 Wilhams R4, Suite 101
San Jose, CA 95117
DD=10/24/1995 MAm= / /

SmrthKIme Beecham Pharmafeuticals

Cue Franklin Plaza

PO Box 7929

Phuladelphia, PA 19101
DD=07/30/1990 MA=12/31/1991

Genzyme Corporation
PO Box 9322

One Mountam Road
Framngham, MA 01701
DD=04/08/1996 MA= //

Vernon Kmght, M.D
Baylor College of Medicine, Dept of
Molecular Phymiology

Ome Baylor Plaza
Houston, TX 77030
DD=04730/1998 MA= [/

Eadarex Carp

$00 Nerth Shore Dnive
Lake Bluff, [, 60044
DD=06/10/1998 MA= | /

Endorex Corp

900 North Shore Drive
Lake Bluff, [L. 60044
DD=06/10/1998 MA= [ [/

Fujisawa USA, Inc

3 Parkway North Center
Deerfield, IL. 60015
DD=12/10/1996 MA=08/11/1997
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information regardless of the size of the proposed target patient population A product may still be
designated as an orphan by demonstrating that the financial critena of the law are applicable, regardless of
the number of patients affected

PL 100-290 amended the Orphan Drug Act on April 18, 1988, and requires that the application for
designation be made pnor to the submission of an application for marketing approval, New Drug

Application (NDA) or Product License Application (PLA) Prnor to this amendment, the designation
request could be filed at any time prior to FDA's approval to market the product

Section 1205 of P L 104-188 retnstated the tax credits for clinical testing expenses of orphan drugs for
the penod July 1, 1996 to May 31, 1997 and allows these credits to be carried forward/back like some
other business tax credits.

The Orphan Drug Final Regulations were published in the Federal Register on December 29, 1992, and
became effective thirty days thereafter

Orphan Drug Designation

In order for a sponsor to obtain orphan designation for a drug or biological product, an application must

be submutted to OOPD, and the designation approved The approval of an application for orphan s
designation 1s based upon the mformation submitted by the sponsor A drug that has obtained orphan
designation 1s said to have "orphan status " Each designation request must stand on its own merit

Sponsors requesting designation of the same drug for the same indication as a previously designated
product must submut their own data in support of their designation request The approval of an orphan
designation request does not alter the standard regulatory requirements and process for obtaimng

marketing approval Safety and efficacy of a compound must be established through adequate and
well-controlled studies

Incentrves of the Orphan Drug Act

The Orphan Drug Act (P L 97-414, as amended) mcludes vanious incentives that have stimulated a
considerable amount of interest 1n the development of orphan drug and biological products These
mcentives mclude tax credits for chinical research undertaken by a sponsor to generate required data for
marketing approval, and seven years of marketing exclusivity for a designated drug or biological product
approved by the FDA

Section 527 of the Orphan Drug Act prowvides a seven-year period of exclusive marketing to the first
sponsor who obtains marketing approval for a designated orphan drug or biclogical product Exclusivity
begins on the date that the marketing application s approved by FDA for the designated orphan drug,
and apples only to the indication for which the drug has been designated and approved A second
application for the same drug for a different use could be approved by FDA.

Final regulations on the tax credits were published in the Federal Register on October 3, 1988 (53 FR
38708), and the current version of these regulations are in Title 26, Code of Federal Regulations, Section
45¢ The Internal Revenue Service admimsters the tax credit provisions, and specific questions about the
interpretation of the law or regulations affecting the applicability of the tax credit provision of the Act
should be directed to IRS If more information on tax credits 1s needed, contact Pass Through and
Special Industnies Division, Office of the Chuef Counsel, Internal Revenue Service, 1111 Constitution
Avenue, NW, Washington, DC 20224, telephone 15 (202) 622-3120
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Protocol Assistance

Section 525 of the Orphan Drug Act provides for formal protocol assistance when requested by the
sponsors of drugs for rare diseases or conditions The formal review of a request for protocol assistance
is the direct responsibility of the Center for Drug Evaluation and Research (CDER) or the Center for
Biologic Evaluation and Research (CBER), depending on which Center has authonty for review of the
product The Office of Orphan Products Development (OOPD) 1s responsible for insuring that the
request qualifies for consideration under section 525 of the FFDCA. This includes determining "whether
there is reason to believe the sponsor's drug is a drug for a disease or condition that is rare in the United
States " A sponsor need not have obtained orphan drug designation to receive protocol assistance.

Once OOPD determines that the proposed compound is for a disease or condition that is rare inthe U S |
the request will be forwarded to the responsible reviewing division for formal review and direct response
QOPD monutors the review process within the respective CDER/CBER reviewing division and, where
possible, assists in resolving specific issues that may arise during the review process It should be
understood that protocol assistance provided under the Act does not waive the necessity for the

subrmussion of an Investigational New Drug Application (IND) by sponsors plannming to conduct clinical
trials with the product

Research Grants s

The FDA, through OOPD, funds the development of orphan products through its grants program for
clinical studies The Request for Applications (RFA) announcing avaiability of funds 1s published 1n the
Federal Register each year - usually in June Eligibility for grant funding 1s extended to medical devices
and medical foods for which there 1s no reasonable expectation of development without such assistance
Applications are reviewed by panels of outside experts and are funded by prionty score

A —pem—r———— " Y

Timn 1T ERRTERTI LY - i owvia v v "o T T WS WA Aty

¢ Page






JAMES R PHELPS
PAUL M HYMAN
ROBERT A DORMER
STEPHEN H MCNAMARA
ROGER C THIES
THOMAS SCARLETT
JEFFREY N GIBBS
BRIAN J DONATO
FRANK J SASINOWSKI
DIANE B McCOLL

A WES SIEGNER JR
SAMIA N RODRIGUEZ
ALAN M KIRSCHENBAUM

LAW QFFICES

HYMAN, PHELPS 8 MCNAMARA, PC.

700 THIRTEENTH STREET N W
SUITE I2Q0
WASHMINGTON D C 20005-5529
202 737 -5800

FACSIMILE
1202 737 -9329

S0 MAIN STREET
SUITE as0
IRVINE CALIFORNIA R26814-42680

COUGLAS B FARQUHAR
OF COuMNSEL

—

MARY BETH NERAAS
JENNIFER B DAVIS
JOHN A GILBERT JUR
FRANCES K WU

DAVID B8 CLISSOLD

KATE DUFFY MAZAN
HOLLY M BATYNE®
CASSANDRA A SOLTIS*
JOSEPHINE M TORRENTE
ERIC £ RQGERS*

ROBERT T ANGAROLA (D49) 553 7400

MICHELLE L BUTLER®
ng4%- 1996} FACSIMILE PATRICIA A A VANSTORY®
1949 3537433 *NOT ACMITTID IND G
DIRECT DIAL
(202) 7374290

September 7, 1999
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Ms Laura E'W Noble

Compliance Officer

Office of Compliance

Chemucals, Clothing, and Household Products Team
U S Consumer Product Safety Commission

4330 East-West Highway

Bethesda, Maryland 20814

Dear Ms Noble

Thus responds to the Commussion’s letter of August 19, 1999, concerrmung
Lidoderm®, a prescription orphan drug 1n patch form to be marketed by Endo
Pharmaceuticals, Inc (“Endo”).

The Comumssion’s August 19" letter only confirms the importance of the
requirement of the Poison Prevention Packaging Act (PPPA) that the Commission 1ssue a
special packaging standard (a) “by regulation,” (b) after “1t finds that . the special
packaging to be required by such standard 1s techmcally feasible, practicable, and
approprate,” (c) after considering 1ts reasonableness, available scientific, medical, and
engmeenng data concerning the special packaging, the manufacturing practices of the
industnies affected, and the nature and use of the household substance, and (d) if it
“publishes” its findings and reasons therefor 15 U S.C § 1472(a)-(c). See also 16 CF R.
§ 1700 3.
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Endo reiterates that, with respect to 1ts applicability to hdocane patches, and Endo’s
product mn particular, the standard at 16 C.F R. § 1700 14(a)(23) was not promulgated 1
compliance with the requirements of the PPPA, the Admumistraive Procedure Act (APA),
and the agency’s own regulations Therefore, the Commission does not have the statutory

authonty to enforce the standard against Endo’s lidocame patch

First Point in Letter

The first point in the August 19" letter 15 that “there was ample opportunuty for all
interested parties to comment upon this proposed rule ”

Endo 1s not asserting that there was no “ample opportunity” to comment Endo’s
position 1s that there was no opportumity for lidocaine patch marketers to comment because
they were not “mterested parties ” Notice “must provide sufficient factual detail and
rationale for the rule to permit mterested parties to comment meaningfully ” Florida Power
& Light Co v Unated States, 846 F 2d 765, 771 (D C Cir 1588) (emphasis added), see
also American Medical Ass’n v Reno, 57 F 3d 1129, 1132 (D C Cir 1995) The only
lidocaine “patches™ approved by the Food and Drug Admunistration (FDA) for marketing
are Endo’s patch and the Emla disc (see Attachment 2 to our letter of June 29, 1999)

These products were not bemng marketed at the ttme the standard was promulgated. The
Emlia disc was not approved for marketing until February 4, 1998 Id Endo’s product was
approved for marketing on March 19, 1999 Id FDA did not even designate Lidoderm® as
an orphan drug (this does not authorize marketing) until October 24, 1995, more than six

months after the Commussion published the final rule See Attachment 1 to our letter of
June 29, 1999

< Thus, today’s marketers of hhdocamne “patches,” including Endo, were not “mterested
parties” when the standard was promulgated. If they were not “interested parties,” they
cannot be deemed to have recerved notice and an opportunuty to comment meamngfully
Indeed, they had no opportunity at all to comment.

The APA provides that a reviewing court may “hold unlawful and set aside agency
action ... found to be . writhout observance of procedure requuired by law” 5US C §
706(2)D) An agency’s failure to use notice-and-comment rulemaking 1s subject to “strict
scrutiny” by a reviewing court. Environmental Defense Fund. Inc v_Gorsuch, 713 F 2d
802, 816-17 (D C Cur. 1983) (“Any clamm of exemption from APA rulemaking
requirements ‘will be narrowly construed and only reluctantly countenanced ), Natural
Resources Defense Council, Inc v EPA, 683 F 2d 752, 760 (3d Cir 1982) (*““[R]eview of
an -agency’s procedural compliance with statutory norms 1s an exacting one.” NRDC v
SEC, 606 F 2d 1031, 1048 (D.C Cir 1979). The exacting standard applicable 1n
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determining whether an agency has failed to comply with the procedural requirements for
its action contrasts with the deferential standard applicable to substantive challenges to
agency action.”).

The Commission’s regulations set forth the PPPA’s requirements for estabhishing a

* special packaging standard, and confirm that such agency action “shall be mn accordance
with section 5 of the [PPPA] as to procedure.” 16 C.FR. § 17003 Secuon 5 of the PPPA,
15 U S C. § 1474(a), requires the Commussion to use the notice-and-comment procedure of
section 553 of the APA, 5 U.S.C § 553(b)(3). It 1s a well-established pninciple that
agencies must follow theiwr own regulations Vitarelli v Seaton, 369 U S 535, 545 (1959);
Service v Dulles, 354 U.S 363, 388 (1957), Saddler v Department of Army, 68 F 3d 1357,
1358 (Fed. Cir 1995)

Where an agency fails to abide by its own regulations, a reviewmg court should set
the resulting agency action aside Kelly v Railroad Retirement Bd , 625 F.2d 486, 492 (34
Cir. 1980) (“[f]ailure to comply with 1ts regulations renders the agency’s act null™), Union
of Concerned Scientists v_Atomic Energy Comm’n, 499 F 2d 1069, 1082 (D C Cir 1974)
(“an agency’s failure to follow 1ts own regulations 1s fatal to the deviant action”), Doyle v
Brock, 632 F Supp 256, 263 (D D C. 1986) (“{a]gency action mconsistent with the

regulations must be overtumed”), aff'd, 821 F2d 778 (D C Cir 1987) The D C Curcunt
has said 1t very eloquently.

[(Jt 1s elementary that an agency must adhere to its own rules and regulations Ad
hoc departures from those rules, even to achueve laudable aims, cannot be sanctioned
. for therein lie the seeds of destruction of the orderliness and predictability which
are the hallmarks of lawful administrative action

Reuters Ltd v FCC, 781 F 2d 946, 950-51 (D C Cir 1986)

Second Point in Letter

The second point 1 the August 19™ letter is that the regulation “is quite clear”

because it mentions “products contaimng  lidocame” without any qualification other than
the amount of lidocaine.

This agency statement ignores the context in which the regulation was promulgated
and dismsses the fact-finding requirements of the PPPA. Regardless of the “clanty” of a
regulation, 1t will not be valid 1f 1t 1s not consistent with the statute under which 1t was
promulgated. See, e g., Unuted States v_Lanonoff, 97 S Ct. 2150, 2156 (1977), Webb v
Hodel, 878 F 2d 1252, 1255 (10® Cir 1989)
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Third Point in Letter

The thurd pomnt mn the August 19™ letter 1s that “it 15 apparent that the Commuission
intended to mclude all delivery systems ... mcluding lidocaine-contaiung patches ™ The
support given for this allegation 1s that comments were filed seeking exclusion of some
' dosage forms but the Commussion “expressly determined that the rule should not exempt
certain products because [of] the potential for injury ”

First, this simply shows that the Commussion did not refuse to exempt lidocaine
patches because no comments mentiomng hdocaine patches were filed or could have been
filed. Second, a “potential for injury” 1s only one of the findings the Commussion 1s
required to make Thus, even assurmung, for the sake of argument, that the Commmussion
made a finding that hdocaine patches had a “potential for myury,” that would not make the ,
standard legally applicable to such products because the other required findings were not
made for hidocaine patches Moreover, the degree or nature of the hazard of a substance to
children must be assessed “bv reason of its packaging” 15U S C § 1472(a)(1) (emphasis
added) The Commussion did not consider lidocaine-patch “packaging,” as required by the
PPPA and its own regulations.

The “all delivery systems” that the commussion “mtended to include” were the
delivery systems bewmng marketed at that ttme. To the extent that the Comunission believes
that 1t may apply a special packaging standard to any and all new delivery systems that
come 1mnto the market after the standard 1s promulgated, the provisions of the PPPA do not

support that position. The PPPA requires the Commussion to make special packaging
findings based on the “packagmeg” for the product

Finally, it stmply flies 1n the face of logic to contend that the Commussion
“intended” to mclude a dehvery system that did not exust at the time the regulation was
promulgated One cannot “intend” to do that about which one has no knowledge

Fourth Point in Letter

The fourth point in the August 19" letter 1s that because “there are hdocame
patches  currently ... in chuld-resistant packaging,” 1t “1s evadent that 1t 1s technically
feasible, practicable, and appropnate for lidocaine patches to be in chuld-resistant
packaging ” The letter also states that “lidocamne’s action occurs through topical
application to the affected area.”

First, the PPPA does not allow the Comrmission to establish a standard sumply by
stating 1n a [etter to one company that “it is evident” that the special packaging 1s
technically feasible, practicable, and appropriate The law requires the Commussion to
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make this and other specific findings by notice-and-comment rulentaking. The PPPA and
APA’s requirements are mtended to ensure agency compliance with the Due Process
Clause of the Constitution of the United States Surely the Commussion 1s not asserting that
the Constitution has no beaning on 1its activities

Second, Endo’s product is not a topical product—it 1s a fransdermal, extended
release patch that does not function as a topical product. The FDA-approved package insert -
for Lidoderm® (copy attached) states

The penetration of hidocame mto mtact skin after application of LIDODERM® 15
sufficient to produce an analgesic effect, but less than the amount necessary to
produce a complete sensory block.

Unlike other lidocaine prodﬂcts, Lidoderm® does not work by having a topical anesthenic
effect—Lidoderm® has a transdermal, analgesic, localized effect, for the relief of pamn
associated with post-herpetic neuralgia, which 1s a rare conditon in the US  As a result,
what might be feasible, practicable, and appropmate for other hidocaine products 1s not
necessanly feasible, practicable, and appropnate for Endo’s lidocamne patch Thus agency
statement 1s evidence of the penls mvolved when an agency takes regulatory action without
following the required due process requirements imposed by Congress and the Constitution

For an agency regulation to survive an “arbitrary and capricious” analysis, the
agency must, at 2 muumurm, “examne the relevant data and articulate a sansfactory
explanation for its action mncluding a ‘rational connection between the facts found and the
choice made ™ Motor Vehicle Manufacturers Ass’n of the United States v_State Farm
Mutual Automobile Insurance Co, 463 U S, 29, 43 (1983) (emphasis added) (quoting
Burlington Truck Lines, Inc v United States, 371 U S 156, 158 (1962)) In this case, the
Commission cannot say that application of the standard to Endo’s product 1s not arbitrary
and capnicious It 15 impossible for the Commission to assert that there 1s a “rational
comnnection between the facts found and the choice made” because the Commussion has
made no findmgs at all for lidocame patches such as Endo’s product

Also, “[i]n addition to requinng a reasoned basis for agency action, the ‘arbitrary or
capricious’ standard requires an agency’s action to be supported by the facts in the record ”
Olenhouse v_Commodity Credit Corp , 42 F 3d 1560, 1575 (10% Cur. 1994) (emphasts
added). Here, with the possible exception of the findings relating to lidocamne’s toxicity
(which is only one of the issues the Commission 1s required to address), there are no

findings 1n the rulemaking record that support the Commssion’s posttion that the standard
applies to Endo’s product.
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umposed on a product sumply because the marketer 15 aware that there are toxacity hazards

Even assuming that such awareness is relevant when the Commussion makes a hazard

determimation, 1t would not be sufficient to cover all of the findings that the PPPA requrres

the Commission to make. The PPPA requires that the Commission make the toxacity

hazard finding by notice-and-comment rulemaking and considering the packaging for the
"product. This the Commission has failed to do for lidocaine patches.

Second, Endo 1s not using the warnung to comply with the standard because the
standard does not apply to Endo’s product

Conclusion

The Commission’s regulation for idocaine products, as applied to lidocaine patches
such as Endo’s, was not promulgated n accordance with the requirements of the PPPA, the
APA, and the Commussion’s regulattons Because lidocaine patches were not considered
by the Commussion at the time the rule was 1ssued, and could not have been considered
because they were not bemng marketed at that ttme, Endo’s product 1s not subject to the
standard for lidocaine products. )

Final Remarks

We are appalled at the Commusston’s nonchalant disrmissal of the requirements of
the PPPA. The Commuission’s response to our June 29, 1999 letter completely ignores
Endo’s legal arguments. Briefly summanzed, the Commussion’s position 1s that the
standard appltes to Endo’s product because (1) the Commission promulgated a standard for
“products contaimng  hidocame,” and (2) although lidocaine patches did not exist at the
time the standard was promulgated, 1t 1s desirable to apply the standard to such products
because they may present a safety hazard to children The agency has chosen to 1gnore
that, under the principles of admumstrative law, the standard may not be legally applied to
hdocaine patches sunply because the agency considers 1t a laudable thing to do  No
reviewing court will countenance an agency’s failure to comply with the procedural and

substantive requirements imposed upon 1t, however convenient and efficient such failure
mught be

Endo will vigorously defend its product against any attempts to enforce the standard
against it. Any such enforcement attempt would not be lawful because it would be based

on an invalid/musinterpreted regulation See, e g, Aerohneas Argentinas v United States,
77 F 3d 1564, 1574-76, 1578 (Fed Cir. 1996)

Endo’s failure to make the product available could result n 1ts losmg orphan drug
marketing exclusivity under the Federal Food, Drug, and Cosmetic Act (FDC Act) During
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the seven years following marketing approval, orphan drug marketers must “assure the
availability of suffictent quantities of the drug to meet the needs of persons with the disease
or condition for which the drug” was approved. 21 U.S C § 360cc(b)(1} Also, since the
product was approved in March, Endo has received well over 3,000 calls from sufferers of
post-herpetic neuralgia asking when the only FDA-approved drug for their condition wll
"be available to ease their pain and suffening In order to meet the requirements of the FDC
Act and the serious needs of these patients, Endo cannot delay the launch of the product

Sincerely,

HYMAN, PHELPS & McNAMARA, P C.
Counsel for Endo Pharmaceuticals, Inc

\/L‘ g‘ﬁ“‘ 7/‘&/ |

By Samta N Rodnguez
SNR/tee

Attachment
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CHMENT 1
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LIST OF ORPHAN PRODUCTS DESIGNATIONS AND APPROVALS

NAME

Through Docember 31, 1598

BPFONSOR & ADDRESS

Generle Name DD»Dats Designsated

TN=Trade Name INDICATION DESIGNATED MA=Marketing Approval
Levocamrtne Treatment of tidovudme-mduced mutochondrial myopethy. Sigms-Tau Pharmacericals, Inc.
TN« Carnrtor 800 S Frodenck Avenue, Stite 300

Levomethady! acetate

hydrochtonde
TN= Criaam

Lidocatne patch 5%
TN= Lidoderm Patch

Liothyronine sodnom mjechon
TiN= Triostat

Liptd/DNA hurnan cystic
fibrogsis gene
TN=

Liposomal Cyclosporin A
TN= Cyclospue

Liposomal
N-Acetylglucosmunyl-N-Acetyl
muramly-L-Ala-D-150GIn-L-Al
a -gylcerolidpalmrtoy!

TN= ImmTher

Liposomal
N-Acetylglucosminyl-N-Acetyl
muremly-L-Ala-D-150GIn-L-Al
a -gylcerolidpalmtoyl

TN= ImmmiTher

Liposomal amphotennan B
TN= AmBisorne

Treatment of herown addicts nutable for mamntenance on opiate
agonists.

For rehief of allodyma (panful hypersensinwity), and chronic
pun m post-herpenc neuralgue,

Treatment of tryxedema coma/precoma

Treatmneat of ¢ysne fibrosts

For acrosohized administranon in the prevention and treatment
of lung allograft rejection

and pulmenary rejection events associated with bone marrow
transplantatton.

Treatrnent of osteosarcoma.

Treatment of Ewing's sarcoma

Treatment of cryptococcal menungitis

Gathorsburg, MD 20877
DD=04/07/1997 MA= / /

Biodevelopment Corporation

8180 Greensbero Dnive, Suste 1000
McLean, VA 22102
DD=01/24/1984 MA=07/09/1993

Hind Health Care, Inc.

3707 Whlltarns R4, Surte 101
San Jose, CA 95117
DD=10/24/1995 MA=/ /

SmuthKlme Beecham Pharmacéuticals
One Franklm Plaza

P.O. Box 7929

Phuladelphuz, PA 19101
DD=07/30/1990 MA=12/31/199]

Genzyme Corporation

P.O Box 9322

One Mountain Road
Framungham MA 01701
DD=04/08/1996 MA= /[

Vemon Knught, M D

Baylor College of Medicine, Dept. of
Molecuiar Physiology

One Baylor Plaza

Houston, TX 77030
DD=04/30/1998 MA=//

Endorex Corp

900 North Shore Drive
Lake Bluff, II. 60044
DD=06/10/1998 MA= [/

Endorex Corp.

900 North Shore Dnive
Lake Bluff, II. 60044
DD=06/10/1998 MA= /[

Funsawa USA, Inc

3 Parkway North Center
Deerfield, IL 60015
DD=12/10/1996 MA=08/11/1997
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Endo
-Tndo Loborotories

Tuly 21, 2000

Re' Lidoderm® (lidocame patch 5%) Packagine Change

Dear Pharmacist,

The U'S Consumer Product Safety Commission (CPSC) has taken the position that Lidoderm®
1s subject 1o the Poison Prevenuon Packaging Act regulanons The purpose of this letter 1s to
advise vou of a new procedure to follow 1n dispensing Lidoderm® at the request of the CPSC

Endo Laboratories 1s developing a new, child-resistant, commercial package for Lidoderm®
Unul the new packaging is available, we are providing separate child-resistant pouches for use

when dispensing Lidoderm®. We are notifymng you of this development at thus time and ask for
your cooperation during the transition

Effective August 1, 2000, this child-resistant pouch will be mside each carton of Lidoderm®
shipped to our customers Please call 1-800-462-3636 to recerve a complunentary supply of child-
resistant pouches to be used to dispense the supply of Lidoderm® that 1s currently on your shelves.

Until the new package 1s available, vou must dispense Lidoderm® m the child-resistant pouch
mcluded m each box of Lidoderm®, unless the customer requests otherwise Each box of
Lidoderm® contams six envelopes Whether the prescription calls for one or more envelopes
{each envelope contains five individual patches), please place the presecnbed amount in the
child-resistant pouch and make sure that the pouch is properly closed when you dispense the
prescroiption. For your convemence, we are including msructions for operation of the child-
resistant mechanism on the top of each pouch In addition, lzbels with dispensing mstructions
have been applied to the :d of each box of Lidoderm® Once the box 1s empty, please discard 1t.
Additional pouches are avaiiable by calling the number listed above

Thank you for your assistance and cooperaticn We will keep you informed as we progress 1n
the development of the new packagmg for Lidoderm® If you have any questons or concerms.
please call Endo at 1-800-462-3636

Sincerely,

Vi i

Matthew Davis, MD, RPh
Director — Medical Affars

Enclosure Lidoderm® Package Insert

223 WILMINGTON WEST CHESTER PIKE CHADDS FORD PENNSYLVANIA 19217 Tl 610-558-9800






ATTENTION PHARMACIST:
Child-Resistant Pouch Inside Carton
This product MUST be dispensed in the

enclosed child-resistant pouch. Please place
all envelopes and the package insert in the
enclosed child-resistant pouch prior to
dispensing and discard the carton.

706815/PF



